Grayson, M. F., Martin, V. M., and Markham, R. L. (1975) . Annals of the Rheumatic Diseases, 34, 373-375. Antinative DNA antibodies as a reaction to pyrazole drugs. A case history is presented of the occurrence of a high binding capacity for native DNA in the serum of a patient on phenylbutazone. This reverted to normal on stopping the drug. The patient also had a reversible neutropenia and leucopenia, and it is suggested that the high anti-DNA binding capacity was a feature of a drug-induced lupus-like phenomenon.
The development of a lupus erythematosus-like phenomenon as a reaction to the pyrazole drugs, phenylbutazone and oxyphenbutazone (Ogryzlo, 1956; Handley, 1971) and to many other drugs (AlarconSegovia, 1969) has been reported in the past. No report has yet appeared of a drug-induced lupus-like reaction in which a high titre of antibodies to native double stranded DNA (nDNA) was found, and it has been maintained that the absence of such antibodies is a feature of the drug-induced reaction (Hughes, 1973 'adequate'. Blood urea was 8-9 mmol/I (54 mg/100 ml). Total plasma proteins were 90 g/l (9 g/100 ml) (albumin 35 g/l (3-5 g/100 ml)) with a moderately raised IgG and IgM and slightly raised IgA. Bone marrow aspiration showed normal granulopoiesis. Antinuclear antibody (ANA) titre was 1 in 640 showing a rim pattern of fluorescence. LE cells were always absent and tests for rheumatoid antibody negative. Antibody binding of rDNA was 54% (normal range up to 25 Y.) tested by the Farr precipitation method using a calf thymus antigen labelled with tritiated actinomycin-D (Carr, Koffier, Agnello, and Kunkel, 1969) , and 71 % using internally labelled antigen from a human source (Pincus, Shur, Rose, Decker, and Talal, 1969) . C3 complement was above normal range. A 24-hour urine specimen contained 173 mg of protein. A few white and red blood cells were seen in the urinary deposit. Creatinine clearance was 72 and 62 ml/min. A renal biopsy showed a mild focal proliferative glomerulonephritis with occasional focal fibrinoid necrosis. There was also 'focal but considerable' cellular infiltration of the interstitial tissue with a predominance of plasma cells associated with tubular damage.
Antistreptolysin 0 titre was 400-60 units/ml, rising to over 800 units/ml 2 weeks later. A throat swab grew a group C streptococcus.
The provisional diagnoses were ankylosing spondylitis, possible postinfective focal glomerulonephritis, and probable systemic lupus erythematosus. The latter was based on the finding of a very high anti-nDNA binding, a high antinuclear antibody titre by immunofluorescence with a rim pattern, and leucopenia.
The patient remained off any pyrazole drug, receiving only indomethacin 50-100 mg daily, and the Figure shows 
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The lymphocyte transformation tests suggest that there is no direct toxic effect of phenylbutazone on the patient's lymphocytes. In the practolol-induced SLE syndromes described by Raftery and Denman (1973) , mitogen stimulated lymphocyte transformation was inhibited, and these authors postulated a mechanism for the SLE-like reaction. However, there are at least two different mechanisms involved in drug-induced SLE syndromes (Alarcon-Segovia, 1969) , and the negative findings in the present case in no way lessen the probability of a drug-induced lupus reaction.
There seems little doubt that the patient described here also had an attack of poststreptococcal focal glomerulonephritis, probably from a group A strain causing his febrile illness in November 1972. The rise and subsequent fall of the antistreptolysin 0 titre points to this and the persistently high C3 complement level is compatible with it and does not suggest that SLE has affected the kidney. Renal biopsy findings were inconclusive. 
